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Abstract not available for CN 1237901 

Abstract of corresponding document: W09814174 

In accordance with the present invention, there are provided compositions and methods useful for the in 
vivo delivery of substantially water-insoluble pharmacologically active agents (such as the anticancer drug 
paclitaxel) in which the pharmacologically active agent is delivered in the form of suspended particles 
coated with protein (which acts as a stabilizing agent). In particular, protein and pharmacologically active 
agent in a biocompatible dispersing medium are subjected to high shear, in the absence of any 
conventional surfactants, and also in the absence of any polymeric core material for the particles. The 
procedure yields particles with a diameter of less than about 1 micron. The use of specific composition 
and preparation conditions (e.g., addition of a polar solvent to the organic phase), and careful selection of 
the proper organic phase and phase fraction, enables the reproducible production of unusually small 
nanoparticles of less than 200 nm diameter, which can be sterile-filtered. The particulate system produced 
according to the invention can be converted into a redispersible dry power comprising nanoparticles of 
water-insotuble drug coated with a protein, and free protein to which molecules of the pharmacological 
agent are bound. This results in a unique delivery system, in which part of the pharmacologically active 
agent is readily bioavailable (in the form of molecules bound to the protein), and part of the agent is 
present within particles without any polymeric matrix therein. 
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[57] a* 

nJS£di 200nm Wft /MS**, ° 

*m&ttm\&? Br*tiitMmn3.tim&o &&&& w 



#fJ5$^ 8 Iff &bb^ 34 J5 Rtffl]R» 2 K 



*i *4 * # 



1. -fttt#rtifcittt*»±*^#tti5aatt*jRW«i#^. i» 

3,000 ^30,000^/^ 2 ^^ffii^^rt, tt£&3JS»tt*#*fc 

/ii^, mmm. mss. tftwim. WiH> & 

lt»H* tfcfl&JfiLffiH* ftfcfS. inJj-Hll^ ffi£lS35. fcfiWfflfcU 

mmm®. ^ntr^n, mmm. mm> &u& 
i£*r«£/&i^ t/ta«/!n:&«tis. ±s^i§/±r±^ 

±m, visadine, E«ft»fn&^W$o 

MUMs &&UM> tiMtit 



I 



VtM, #OTt&Ml£tK %ttmm> %&m&%ffi%.®> taxotere 

k#£t^ mmm 

%Wi, «:&£5£FK506 (tacrolimus) „ 

My4, fcftillu ZMto* *itfu l?**- 4-30 $ 

E^HUBIfrfe, Jf JR&«5*#«* *W 2-30 'MKJi? WJISIfrffS 

2~3o >h#m?wjgi»*»£5#a* 3-^ 2-30 « 

J^FKMI. ESMKW i~30 

Sifc*K «IBIBSteW-^W±i»ttft*. 3-30 ^NKJS? 

14. l ffi&&}7j&, £*ffi$£*^tt*£ttA6#ftfct 



#J 6,000 5lJ 25,000 2 «fflWWE^«»rt"#Jlfi*W«lffi^Sf 

22.m*gR*J^^ 20 ^W^rfe.- £+/^£^$itt¥#Ji^'h^ 200 



23. ftg&fts* 22 effctttfisfc. ^4»ffa*a^««ai*»i±*. 

mm^m, ^m^^-^M^mw^&^m^tX^i 3,000 s 
30,000 2 ^sMfirasw^wiw^ 



32. «««5PJ5* 30 ^tta^^t^Wfitt WfiS^ 200 
ft*. 

33. «Hft^JS$ 32 flffctoffl^tt. S^^vS^^31^il^o 



3,000 m 30,000 2 ttaffi^^srtffi^sffiJina*^^ 

38. umizmm* 36 #r&pw&> &-^fc©fc£ri&fc^*si± 0.22 

39. tgigft«i£# 36 gf^w^. m-^^^mm^^m/K 

41. mztiLm&x. 40 #t&&^&> a-^3*«*i$i^±*^s^w. 

42. ~Hm^m^±7K^m^m^n.^)j^mmm^^^w^ 

43. -w-mmmm%%L, fcfiH{m«#w«»> $i^±*^»tti5s 



44. 4KIB^J9« 43 ft £4»ftfc*«to¥*Mft 

45. 44 ft K*ftifcJR9£*Xtfto. 

46. «*ft5pJ5* 43 ft$ti$4Mfti£jgft. £*ft$IS«*#ll#. 

47. ««tt3pJB* 46 ft£ft£4Mfti£$£, £*ft$*#£l5j±£# 

BUM. 

48. 3mgttjpys* 43 ftj£^is«4ti%^^, a+ft$gsjs*has*# 

l W^feW^Wffl^WWSkJfil^'fftiiSi**. 

Wft&2§frJft*ttjpJ£# 43 + »i£££W-»$H& : ! t ft&£* 

RfclftsfcttflS* 43 +*3£3K&M-«|i#&^ftfc2«#. 

53. ««R*IS*52ftJ4W^fft, a*ft$ISfcl**#». ft&^fi 

54. -*+JB^WM6M&£ffiWlSf§WS$6^ * cremaphor Kj*§*gfrJ 



55. *fc$gWJg* 54 J?fi&W;frJ£. £+jffiM*fc«F 5 F*&:&fe>h : F 200 

56. m&&«l£$ 55 K+^fj*3RSlE»il3e*il*. 

58. If^l* 57 ffi&mi?&> K+ff««tt$l^±ft*il*W. 

59. 54 #T&&^&, £+JftfcJfiW*3$**#», 

61. W&ftfflg* 60 S^MiS^W 

62. 6i ma^te, ^pmmmzftjGm&m* 

64. ftfg&ftS* 63 JJfiEW^. £*JW*B1I#£I5±*#JI&W. 



66. -ft^|»^fMWMWJII 26 ft&^ltt$Jg a Bo 

67. mmumm* 66 K+JWitffl'&tt^^AsyeJies 

69. 68 gfaW^Tfe, &+0T$I5fclft*#B. ^Sfi 

70. lmg/ml ^Mtt^WflJMfcfttf^W&^ffi 

7\.-ftmm*t?&-G&MMffi : a&m&*'b = F 300ml 
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we. 

£l*j5fc]/L^ /U32J*£. tinted Jl^lknM^WK^&M 

fft*&*R^,2£f (Tice and Gilley, Journal of Controlled Release 2: 343-352 
(1985)). 



Jfoyhfe % 1-3 £*£$2§W&*R$MPF 4» 

H^i^^JfiL^flgg iiia o ^R^^ 10-15 m#6VhJfii& (Mifc) 

^ft^nrB^tat^to sife, rt&AM&^T 10-15 

«M&o m, 7-8 «*tt»e«*Mtka^tt. 

«ttW^/h#^aWlfc^**fe^«W^**ff*- Strand 3££ 
'^i^M^^lS^^ffl— ( Microspheres-Biomedical applications, ed. 
A. Rembaum, pp 193-227, CRG Press (1988)) JHBJ, I5®tfjlfti5&&T 

g-m^mmifM (mps>) s^*? 7 

^mimms.^m^m^±^^ B mm^m 4,073,943 nfy 

£^ ftJ3fr$£. PCT @|^^^No.WO85/00011 

-^zK^fctt&tlMtt^M^B. & Wani 



#W5fcJ!AAW^^ Taxus brevifolia #&fcij (J. Am.Chem, Spc. 93: 

2325(i97i)) 0 ^wm^m^. a-^B*#sgto*#*xt3ije 

L1210 mx-1 SLJ^WJM cs-i ^m^^^WL^Vt 

AllfeflcftJflJS&M 200- 500 tt^JiWif 1:1 #J £ 

gxremaphor*. ##?>J 1 »t#rfflftt cremaphor 

mwzm, ^mx^^mmmmumm cremaphor Mxtmw 

£HBfflfcttT'£Mtt#att. «MfcfiJ4« (Kingston et al., U.S. 

Patent 5,059,699 (1991)) (Mathew etal., J.Med.Chem.35: 

145-151 (1992)) s^wwMto^toi&tt. &*tti 46 £w**ttf»£*i 



a«iooicSi50TCillliM*W. ffl-ltitWMW 

Leucuta ^ ( International Journal of Pharmaceutics 41 : 
213-217 (1988))^STMttWW$'J^^o 

«t^Ufe**I«##ffl . Lee^ (Scignce 213; 233-235 (1981)) ft* 
B.^jpJ No. 4,671,954 7 = 

J&^aK^fciaWfcHM (in-*¥*WK£'£lL 

^^ffiSKzKffi^iPA^ffiS&ttlfy, aiilji^W^^TK^ 

^iiMMim^. A>hw^Aja&»^7ffl«*iiK«ft | J# 

^&^i5$JWM*"$*$m#J#& («P#JAL Tice and Gilley, 
J numal of controlled Release 2 : 343-352 (1985); Bodmeier and McGinity, 
int I Pharmaceutics 43 : 179 (1988); Cavalier et al., J.Pharm. Pharmacol. 38: 
249 (1985); and d'Souza et al., WO 94/10980). 



Bazile^^BicmalfilialsJl: 1093(1992), ft Spenlehauer^£&ffl^ 



m 2 660 556 4«m^Tffl 2 ftTO*S^*^*«|#»*»«tW^rfe. 

tfjM^ (#'J£n#J*L Boury et al., Langmuir 1 1 : 1636 (1995)), Mffi&#3L 

tt&S. Jft*h 3**ffl*lAa&3». 4«S&§6 (BSA) J5X£B*B 

•t'inA-ftSiiwsiEffitt^AAifc^jp ±j&-W7mm%m, an 
j5®®mm i &, mmum^mmm sjostrom et ai., l 

Dispersion Science and Technology 1 5 : 89-1 17 H994». f&*#$tti§fi!] 

»iH^^Wffl#^^J«^?PJ«. jlfcfls Sjostrom -^Cfl<J^#amPJ, 
^fflftlCalvo^S J. Pharm. Sci. 85 :530(1996) "Fflf&ftJ— 



ft*BiStt» (»«»*• 188(Po.oxamer 1»» fftftttfl. 



«M8#-t@(fig. **** 

si* aw********"** 1 " 5 -. ** 

(«*#£ Norton « al., ft h in ffi of I* 7* Nmion T .1 ' ■ *■"» 



Wo ffl^fiJH (Attn. AJfQ-m&icfi) f^^m^jo 



(Paclitaxel) ±& 2 ft£&*yjBM!5$ (#J$fl#.RL Kumar et a]., Research 
Communications in Chemical Pathology and Pharmacology 80: 337 

(i993». J5*#*tttfc, «E****ttrtwaafi*«^Ttts* 

*wm*3ww»«) ±. &T%wftm&mmfeMi!r#ftm, turn 

^«#A^rttt#^«*W»*«ll g*'h"em 5 
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g&TK (n=2, fl£ffl±l2Jl«Ba**. " )> * 1 fcffffl. 

1 35;&/&/Tfi!jfi (n=4, £ffl±!UMS3c^. 

& 0.5 g;£A&/rfclS*HSUB1fc (prednisone) 0.2 ^/^frMM^M^ 
toff (n=4, £S±M£«^> #fcW"fcjg#0.2«#&jT + *^ 

$gA$Sf& 0.5 «£/^/r " )• 2 >htetf&fi^/fc#&ffiitf'N*IB&# 

^ttfcDSTiE^HE 3,000 M 30,000 2 . £ 



a^* : ffe»*ttffi5. «ttftefc«#wffl£. ^w^eseffl^ 

ft. toPBL ftttrt* JfeT> ttfi, fA> *bffl^ 

(S»), Wittt (Wit) m^iMiiilStttlll. 

^jc mis«t B J> n^m (®m> afijffi) 
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l ** (looo «*) M&*TC£f££tl 

Tfffi, -««U W 
-&&As.$> ffi^idu ttffiJtfN M« 

£j&*i]> g#U ***** C1-C20B?. C2-C20g&> C3-C20^. gi- 
ll, jsnfrg, &tt&*R'EinM«£*u 

m?LS) 

ffl, iPA5&Jssw*«mB^A 0.05-25% 

(w/v), ?6Wo.5%-5%(w/v) ^ntaw«*«itt^**ft^ 

^fflil^iSffi^^rt^T, mtt®ft&*>& 3,000 M 30,000 

ft/IH- 2 ttfSfflrt . jfcfcMlE 6,000 s 25,000 2 ?5® rtatrH 



II 



m^mwmzitm, mmn^^ &p&m%. 

mim$> mm=fm^ m^m®, ftmm&° 

MftJrt (Win. £*+W**?S'.H 1 5% * 

#«tttttt»2Fi**fi. ^ft®) fiWFfcfcirtw. 

*nz.») JnAHMffirt , ftSF*ftft» 1% - 99% v/v m 
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Z.IMN F3f§> -¥*3EflU -MfMfeR* ¥»MHfc»* ff^tott 

a, mnw,m «^»3a»*i 

*B£lfc&£l 0.5% - 1 5% v/v £ IU , 1% - 8% v/v £ . 
SttWW. *ffl-tt*^?£H*^ 2 f ooo I5 f ooo»/^ 

W«a*»S*&«*-^lJS««ffiT . 3,000 M 30,000 

io- 20 ffl#Wfc##»JRa (£5S&«M*o 

^BMtt5E*J±*. »ftK«ffl£A£J 50 M no £A* 
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a»*iTi*. &a^*u». ^mmrnm.®, *b«- 
M««g8. ms?pi#@> M^^-Snr 

MMi, 2K^M^, ^fatfc£. tftttK^W-JK. fr^tSe^ 
Jft8*ft] (to: JfPSffi, HUB. -*Ufc*» 

($0: fciM?T, Traxanox, ^) ; 

($o: tt»*» sum*. MtM*> ** 

JfaWIS (to: H^«T> W^iH*, & 
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a*, awe**. «i*f*t&m&, 

tftjfctS ($0: *8&*S» ramifenazone, 

ffiWMS Wit. 5F*WR. IE5£ 
s*, Pf«*. IHII. 5-ftS«E. 

(BCNU) , ¥S-CCNU, JfSSfl, %&ZsX&, ^ 
tt*. «FMS?, ##»(Taxol)&3Cflf£ 

mmm (Wi a«T«m 4t«*jR 

it, H«-fc> IPJ^> p&fta#, wn» ^> j 

&&WWJ(£0: JfOT3t> Sft^I^ i^^^. FK506 (tacrolimus) , 



(tomazeparm), 8*&P^£fcS?&. ' ) : 

sthmikb. 
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fit^ur^K c»i umn, «F#«. W«R» 

(ft: IF*, mm®, ^JfrHft. 30 ; 

C^Pr H^fEt^, ascriptin, 30 ; 

£fc=fc|fc$, *Ett$. ^BtfcSHA, #JfcBfcfc3&tt. 

Z,5££3$, ^ZJfeJK, WjRJEtbS^* ttiR-t^?. H¥ 

30 : 

taE^^tf (JO: Z.&&30 ; 

3,*®-tiww, 4*B*tft£ 

*. 30 ; 

tt$Bft«*tt, ft«ifP5^s, tii«i»^;#» 

ftpj^lt, fttt$;fl)&M, Ib»^*«*. B, 

^it e¥», ^^%mmE, 30 ; 
fcmmmw an-, yfttt. awrt. *jew, 
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iK^m® (to: ^Mft (to: Mi^> ^f&£ 
5?, SMF&1f*l-®> £ 

*t, swmwma. &®-*£^mft^, *»HT 

^«UBis'«i f *k&m> *km&n, 

*?&'i*if«. *> . (to: sw> 

hum**, ^iwig, W^tG 



SftKBB. $PftWS*tt. WfcffifMft. &3n« 

*tt-£1P15#. WS^Gff, ttfSfff G, 
Sr#«*ffltt. . (to: $££tSlt, * 

ig;f ft£ (to: ftMSF*. &Ka^m> &M-¥&ES^m, 

trtS^J (to: GM-CSF) ; 

£nw&ftJ (to: JttXflWi'a^ (to: ft»K±»*. «»i*pw 

««MWf. ¥f±**. «CTHff±**> . «JI*«& (to: 

SMWPSftjft) . (to: ft**. M^wst*?. 
ft$tt> . m^mmm^m (to: fe-MKft) . »a&jr**hs 

rm«ftft*=K (bdp) , *{fc#P5ttfi. i***. 8? 

##2?, xinafoate, Rflftftfttt*. ft**. *£P#tt» 

ft* (to: (to: J*iW»*H» ft¥4HI> z. 

Ill, ^ili, ?£«H, ft¥£K, ^tmWM) . * 
ttjR^ (tin: *H. ffi^tt**) » (to: tttt 

, (to: 
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atttt, wswfca**. i&wmm, mm 

ft**lTZ,». HWfoMMM. «tolftft«HMA> «®itft 
ftffifK. ftairt* ¥*TR. ¥^m4m, ; 

mm an* mmftnftfrmm&ffii&iEX&fcxmm, ^earnns 



ia^^/±t±» <*P: IMBUED. A0H> P3itMl, 



mmm^M (to-, ^ma, d, e, k, m ; 

&W££M»J: visadine, m^ffi^. ¥S 

J9U «*ifc£4fc, |g#ttit^* («n$£3t A, D, E, k so, maw 
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i«gg> mm mm> mm$^ iaz.m*£*u 

MBI^o £4"36JK* ft. IK tt#£K'SfittiI'£*l 

i^jiftW (»?iAsi*jfp/*-««). wife 



afcffiJMX flP^. s:^?*^ Ifm*. Si*. 

4-30 J85H&«£#« ($PIE+-^> IE$H^ 

IEB£S> JfBtfU *^2-30^«JR^ttI»l»ttSfc*# 

0 ^W2-3o>h«j» : Fw»i»»«»#» m^mz^m 

m&tmm> 1-30 ^^^s^sfiti^tKm^ffi^^ 

W£W-^W±to**tttt£*n CH3CL, CH 2 CL 2 , CH 2 CL-CH 2 CL i£K 
. #W 3-30 ^NKJWMB (Wl^ ¥£Z.£B«>* CftJ* 

**T**!200"c, #MfIJf»H^. M> ZiKZiffi, 



&30mg (Paclitaxel) if 3.0ralZt?^ igft^iPA 

27. 0ml AjfiL7g&®eO% w/v) .l^M RPM T^I& 5 $H+(Vitris 
M^: Tempest I . Q. ) »#jftffi#mft&> $/5#3«&fJ 
ftffi^&Sft (Avestin)„ 9000-18000 ft I 2 (psi) Tift 

trM^HW 5 &#2lJffj£«£J[E!&z& (Rotary) 3l£*rt, 
£40'C$£E"F (30mmHG) al£ 20-30 ^i4Hfj%. #£JtfjMfc 
*^»««Wfift-lR* 160-220(Z-¥^J, Malvern 

etasizer) 0 

;frflj#*#»tft#*tt. 20ing 1.0ml 

■^ioA4.omi Askm&m&mm cs*w/v>. ^^«E<fc rpm t£)& 

5## (Vitris$3£«, S-t: Tempest I . Q. ) , T&ricffiifelf L*!J > 

40kHz W^^^bS^ferto £ 60-90%fti#*, 0 &Tj®7*#b 
3 1 ( 550 Sonic Disraerobrator), j&fe 

Mti&ti, £40 'CftlET (30mmHg) 20- 30 (^i-^^ 
mm&mmtL, £SSHftfc 350-420nm(Z-¥#J, Malvern 
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etasizer) <, 



HoJ««iJ 1 igfftt^rtt.miE^ftJRl+lPAiPRtfi 80(1%- 10%) 
2 « 0 5-15 

ft*. MntWRM^imft-mm Pluronic F- 68. Pluronic F 
127, Cremophor EL ft Brij 58 ^^$l^lJ±MJU 

^±&*£iiBm#ft: mttMMmm%&w 

STJ&SMfclSfc lie. 

& 30mg l^l^f 0.55ml ftttft 0.05ml ZiSl^o MM A 
29.4ml »5feffl l%*ffitfi*JWRtfi 80 ftjft (l%w/v). vM^» RPM 

5 (Vitris *3&«, M^-: Tempest I . Q. ) H^ftHM, 
$jg$t#2Jffiffi5l5&»ft (Avestin)o ¥Ufc£ 9, 000-18, 000 
'BttfJfttfif, M^iS^T 6 >MJ|Jf. ^^|lJW^«AtHl^^^l§rt» 
£40°CMflTF OOmmHg) 15-30 $H»K ffim&*Hffio #|iJ6<J# 

0.7-5 |R#. #«^J£3HflifcS/L'hii*, tsuw^a-^ 



5 ffl&'kT 200nm w^asafefttM&Kaift 

*%mmft® ^m^^^nmu^mo # 30m g mm 

0. 55ral 0. 05ml tfj^H^o $j5&$§$3JPA 29. 4ml 

g i% &tttemtoAfo.m&&& n% w/v), m^^K rpm t^j^ 5 

(Vitris£j&#, Tempest I. Q.) 7&/8ffi!UW. 

ilJSffi^J^rt (Avestin) . ?Mfc£ 9, 000-18, 000 $ / ^ 2 TMS 
S4>$1t 6 >Mi3Ef. ^llJ^^^AlEl^^rt, £40 °CMffi 
OOmmHg) 0£ 15-30 ftmtftffiftttft*. ft&fllSlttftftttm^ 
igBJ#&, ffin%&mmm&}M&-!&% 140-16Qnm(Z^#, Malvern 
Zeta Sizer). ftftttiftiltt 0.22 £ttiA&?D* 
*fctt*/HE9§fi3Hfc. HPLC ##TM*>iiitJs 97%lU±ift 

sfcjffifrl 6 200nm ira WttttllMWtt 

***W^ffl^***J±W»«IRttW*!l#3±S-* 225mg tt&lJE 
2. 7ml ftiUttm 0. 3ml MZJ**. &j5&#$ftinA3J 97ml ffjAJfo 
m&%& (3% w/v). RPM 5 (Vitris^«, 

M^: Tempest I .Q.) T&jfcfiJL*, $ jS & ^ H & 21 f*l 
(Avestin) D ?L4fc£ 9, 000-18, OOOpsiF M% M^Sfi 1 6 'NS**- & 
#3JM£«A@^£2§rt, & 40°CM£E (30mmHg) 15-30 

ft 140-160nm ( Z- TO. Malvern Zeta Sizer)o ftftWLfflMft 0. 22 
&##J i Sfc?Ulai& (Sartorius, sartobran 300 ) Je, ^i>4SflJS 
^W^J^BJS*^. & HPLC #«PJL*t«U3 ^ 
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ffl^*iww*#aiitt^^wfl*«Mip. ffiffi^-* 4% v/v at 

.JfcltBJUbB 5% v/v &ftffi**&), JfflWWMft* 250nni; 
3j 3% v/v ft, TOS^ 200nm; ^W*B^#*J 2 v/v Bt, 
^ 150nm o 

Mrt^^SI^JS^S'J^ 50 mg/ml *D 75 mg/ml, ffif£*£#M&-5£ifc 

whs*. ©»w*iffi , fz.#*««**^ 50% ' 

ft, BP!5g§to&JK##Jy*J 25 mg/ml #1 50mg/ml B}, S5tS[fi^^»J* 
210nm 156nm<> 

S^m^^^ffi^tt^J#ftT^I88SW^^, ^ Sjostrom 

& 30mg If^ijjfc.^ (Isoreserpine — #11^3) fc^F 3. 0ml _ 
ITO. ^»AI«J 27.0ml AJfiL**6£fi*ifc d% w/v). 

RPM 5 (Vitris $Jsfc«. 1^: Tempest 1 . Q. 

fiftfcl. «Jg*»ft^SI«ffi4g**rt (Avestin). ?ltfc£ 9000- 



isooopsi TaMr5d> 5 ffinw%i&xm&M%%ft, s 40 

Vm&y (30mmHg) 20-3.0 «-H¥«5a«l»4. 
tt'jWa^aWtt*. 121-140nm(Z-¥J*J, 
Malvern Zetasizer) . ®ft&Mm& 0.22 $ * ift $ ?L3& ft 21 
(Millipore) o 

***«tt*toAZ.WX5r*>jN^JjliL¥*»^htt**. % 30mg 
M'JifiL¥^ : f 2. 7ml 0. 3ml ZJ¥*. «^»flA 27. Oral 

AJfiL*jf£lg& (1% w/v). #Ml^«{fc RPM 5 (Vitris 

M^: Tempest I. Q.) 7&#ffl5UN, ^^f»JSffi^^* 
ft (Avestin)o ?lifc£E 9, 000-18, OOOpsi Tift^rM^ 5 'N&Jf. #rf# 

wi&nmmftmn&fa, &40'cm£t oommHg) 20-30 $b+, 

1£-m¥^fflm^* 0 #3JW#ttfclM¥«i», 

90-110nm(Z-^^|, Malvern Zetasizer) . ft 0.22 flMfcftEtalS 
(Millipore)il«$M!MM. 

J» 30ng 0. 6nl ZJ**. £jfc*«T (50mg/ml), jR&U 

*m%.±®M, »l*i±t&jfP^tt#J. #i£#M&nA|iJ 29. 4 ml AlfiL 
(l%w/v)o fcil^&fft RPM 5 (Vitris 

^3*#, m**-. Tempest I. Q.) . te^rtffi&fcl, #WL^J^fJ 
(Avestin)o ?Lft£ 9, 000-18, OOOpsi TiSIf, MiNfc 
fr6>HPF. ^ilJ^^ttPJlEl^^A. £40"CMffi (30nunHg) 



TMt 15-30 4ma«Z.#ttiSffS. ilMIJM^fr. 

m 30mg £#B#tt£l 1.3ml ilt. lEJfciftjKT 
24.5mg/ml), *#»f|fe^£**H ; Z.l*. *#*ftllJPA28.7 ml A 

JtLftfiSeii (l%w/v) 0 RPM 5 ft® (Vitris 

M-f: Tempest I . Q. ) , tti^fiJL^J. 
&SljS&JE$3&«rt (Avestin), ?L4t£ 9000-18000psi TiS^T > M4> 

m? e mmn^mmmm^^^ £ wcub. (30nunH g ) 

A 250nm 3j;i>Mft#*^. £MMT^»^BIlft» 
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*#*ffi5***ttfcfrasi&. nX'b-&& 5-500 rnxz.®* m 

4-^H»IJo «-ffafflCuKatt»ttafifX-ttllM*» a&w 
-7 0° 2 6, Jnftfcffft 40KeV/30rnA, 0. 05 ° 28, # 

aHBHBSEfclttflO* 2.0 #p D p l &*&mM£kWft&mm, £31 

MAI&T 5.1° 2 0 . #p a n2M^fMS^^= #p°p3S 

«2M», jtk^h WBI'J 5. l" 2 e *kti*&lM*. #p°p 

t^f^J^fn^^WW^tk. fl|*n-iBS£^t®WJ 5, 145, 684 
(Liversidge Liversidge-Merisko ^SM^^^ 

13(2) : 272-278 (1996) ±££ftffi0#fcj*£&l^±to&iftj it «&« 

i jj&m&x&n (taxoi) wmmm® 

MX-l %mmm, SWflfc^ft 150- 300mg BtJF*&?&*T. 

%fcB^*mtft%£m&7^wMmm& 20m g /k g awm^*? 



fflRJK?§#ft Louvain *R^ir**S*ttill**^»tfl*«i« 

m^aiSS^^I?^**** lmg/kg q.o.d 

0. 5mg/kg+ 35W& V 0. 2mg/kg q. o. d ). JSMatW 6 ^ 

sg^Bt^i^asews-awm? 42%, ft^^&jf a^* wm^ 

as* 33%, [in^Ma^^m^ 20% o ^frft^mmmfcT 

EH 16 



■*q, B^fiS&ilM- tfrfcAfl^fcA^A. Sift' m 



MjMllII6Tt-»1*£lEft. M4>H 3 fflf?±tf*Att}&*7. B£fi£* 

*B>jflU8»TOE£is*ffls. 

##M##i?toi&ft#JfrJ Bristol Myerts Squibb(BMS) BMS 
EM. cremaphor/ Z.S) ^#£«&»6*J^B? 
Wt&yMW SA SD ASUSprague Dawley Rats) ft 1*3. MftftJ^J^l 
MWA. BMS »JfflMJl*f 5 mg/kg&I$, #£TOft'J 
(Capxol) fflMftftJ**¥5ing/kg;fn 12mg/kg SfS^^^J&S 

^^^IMBMS» (5mg/kg) &}XM> WBSit«ffi^m-^ 
WW, Zl^SJTP* 47. 6% jfP 63. 5%, Mffl 5mg/kg 6<J Capxol ftjft], WBC 
if^^-^^P^ -A##J*t ^ H. 7%#1 2. 4%o 5tf 12mg/kg tfjAftJ* 
Capxol , WBC it&££-^fl3!-^#3<Jtt 6, 5%*Q 3. 6%„ 

fiTJfc». ftJ**j5nig/kgitt, BMS^J^Ai-^ES^H^rt^m 
TP^IO.4%, ffi^£ B JM* l Jfcl (Capxol) *SAIfg#ffl!*W»#l?. 



ffl&WT&ftffilti&i* Cremaphor/ Z.I? ft l§ig n a BMS fcJftJfW 

17. BMS WJl^#Ertlia^0^^ 1-24 /JMI*. ffitfc^.T*SW 

^^^s^tt^ttfflw bms $i$!i0r&% 

tf#»xtiMASWW»W:fr-Jft* 200-500mg, ftiA^l 

^#MlRM»o BMS *JJPJ^!sJL 0.6mg/ml M*&$ft«Hfcj£ftl£ 

15, BWM^^ttSUHfcfc&fc 300-iooomi). mttWimW 
n Capxol) «Wii*R«S. ISEJWMto*£&». 3£tt#i[fitfE££ 

&#£TO$JfrJ#fajS5 2(tog/iDl ftftj-ft&jg, &frj*>*f200- 500mg 
W«iaE^*&KW 10-25ml o &ftl|fi^8fe c r 1 &*:fcKft£. 

21 Jgflffl Cremaphor /ZMUM^, &Xm&MM*&& 

Cremaphor /ZJ* BMS ftjfrj 

jt* bms 30m g /kg Mfrj*&te/hBiaElM*rt£*§ 5 ^rt-^F 

io3mg/k g w^*«*i4!i#j*5aai<hii#sw--sesT». &ffi«M 

^itbAK^JSi^^W^ia^Etc JWftA^^I^E lOOOmg/kg. 800mg/kg 



*d 550m g /kg texcmwtm. mja/l^wj 24 

/Mtto .tt*^«*J5WWS[^JS^ 103mg/kg, {B/Jn^ 550mg/kg o 
Capsorine) 

& 30mg JfifMSt (Cycloporine) %T 3. Oral llf^f ffofsft 
^»APj27.0ml AifiL«eSe (l%w/v)4'o *B«£*WEffc RPM T5) 
%L 5 (Vitris £)5&2§, M^: Tempest I . Q.)J$f8M$lffl> 
fe&^lJiM^&^f*! ( Avestin)c ?Ltt,£ 9000-18000psi Ti4 

£ 40 TCfBsE (30nunHg) TM 20-30 ^«-H¥iKffla[»*. 0? 

#JLJff#Jfffl«#*SW-*XTf* 160- 

220(Z- 5 F^I > Malvern Zetasizer) 0 

afcjft^W 2 3 mMHi^mA^^mmm^m ( □ « Capsorine ) 
&30mg J*fcH*fc^ 3.0alS£fl«l*l* 10Mf«lW3tJ««lll). 

$*jS$i«MAilJ 27.0ml AMfiSe d% w/v)^. &m&W}$E 
f£ RPM 5 (Vitris M^: Tempest I . Q. ) , ^ 

fiUfcl. «JS«-^PJWffi^*#rt (Avestin)o 9000- 
I8000psi TStf , ?L«S^#W5^Wo 0f#4r»#W-*m 
1 60-220 (Z-^iSl, Malvern Zetasizer) #J„ 



Caosorine) tt}&M*h1]¥ (PK) *raijffBi«rt»ttffl Sandimmune, 
(gUirfrSandoz Mtfcft 

&&M±&£5fe0J 22 $\ 23 ftfrftJ^tf *titt*JKtt .(lM*ffl 
Capsorine) «^ffl4fc*+S«*. #ail#»rtffl*aK^»--ffl3 

K SD #ffl£3l£k7K##JsffJ#M Sandimmune (^W 

Creraaphor/£$0 3 Rft«. 

2.5mg/kgo ##J£0. 5, 15, 30 1> 2, 4, 8, 24, 36 *P 48 * 
tt&Aft. £ HPLC ^WiiLft+^ffltffcW**. ^WfeASSW PK # 
ft. PK ^^iSLT^: 



i^f&lftffl Sandimmune #Jftlfi<J#&, i£&*WWK (2/3) 
Effl Sandimmune) ffitfc, #£lflW##«ttiW*W (#J*ffi Capsorine) 

M^tbHii5W AUC #_a^#1£o 

25 iEffiUgftffi**«HPJ« Capsorine^ ij NeoraKBIufc 

*t£S+WWffilWJ5(12mg/kg). ##J£(K 5. 15. 30 K 2> 

4. 8, 24. 36 *J 48 'Mtf3£jfiL$*#o ^ffi HPLC ^ifiLWfM^K 



Capsorine 
Sandimmune ^B3cffl 



AUC, mg-hr/ml 
12,228 
7,791 



C «*, ng/ml 
2,853 
2,606 
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AUC, mg-hr/ml C a*, ng/ml 
Capsorine Oral 3,195 887 
Neoral 3,213 690 

m&mitittffl (Neoral) tifel. 
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